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Dear Dr. Bond:

Asyou know, the Office for Human Research Protections (OHRP) conducted an on-site evaluation of
human subject protection procedures at the Brookhaven National Laboratory (BNL) on November
14-15, 2001. The evaluation, conducted by 5 OHRP gaff with the assistance of 3 consultants,
included meetings with indtitutiond officids, 17 Inditutional Review Board (IRB) members, IRB
adminidrative gaff, and investigators. The evauation involved review of IRB filesfor 20 protocols, and
the minutes of more than 18 IRB mestings.

In the course of the OHRP review, the IRB chair, IRB members, and IRB administrative staff displayed
an enthusiagtic and sincere concern for the protection of human subjects and Stated that they view
themselves as providing a vauable service to subjects and the research community. OHRP notes that
the minutes of the IRB meetings demongtrate substantive and meaningful ddliberations for protocols
undergoing initid and continuing review. Investigators demondirated a culture of respect for the IRB
process and stated that they appreciated the improvements suggested by the IRB. The IRB
adminidrative saff was helpful and accommodating to OHRP during the Ste vist.

OHRP Findings

Based upon its review, OHRP makes the following determinations:
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(1) OHRP found no evidence to substantiate the alegations referenced in OHRP s October 16,
2001 |etter that:

(8 The BNL IRB lacked independence, and the IRB chair, the IRB coordinator, and
the Medical Department Chair withheld pertinent human subject protection information
from the BNL IRB.

(b) The IRB and investigators failed to ensure that risks to subjects were minimized, as
required by HHS regulations at 45 CFR 46.111(a)(1).

(c) Subjects were enrolled in research prior to IRB review and gpprova of the
research, in contravention of HHS regulations at 45 CFR 46.109(a).

(2) OHRP finds that, on occasion, some investigators failed to obtain and document legdly
effective informed consent of subjects prior to beginning study procedures, as required by HHS
regulations at 45 CFR 46.116 and 46.117.

(3) OHRP finds that protocol changes occasionaly were implemented prior to IRB review and
gpprova, in contravention of HHS regulations at 45 CFR 46.103(b)(4)(iii). In specific, (a)
severd subjects were entered into protocols even though they did not meet incluson/excluson
criteria; and (b) additional study procedures were added to some research protocol s without
IRB approval.

(4) OHRRP finds that when reviewing protocol gpplications, the BNL IRB occasondly
gppeared to lack sufficient information to make the determinations required for gpprova of
research under HHS regulations at 45 CFR 46.111. In specific, some protocols: (8) did not
describe al interventions that were to be conducted with research subjects; (b) did not describe
the scientific judtification for the use of human subjects; and (c) failed to adequately describe
incluson criteriafor the protocol.

(5) OHRP finds that informed consent documents reviewed and approved by the BNL IRB
occasiondly failed to adequatdly address the following € ements required by HHS regulations at
45 CFR 46.116(a)(1):

(a) Section 46.116(a)(1): A complete description of the procedures to be followed.

(b) Section 46.116(a)(2): A description of the reasonably foreseeable risks and
discomforts.

(6) OHRP finds that informed consent documents approved by the BNL IRB frequently
included complex language that would not be understandable to al subjects, in contravention of
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HHS regulations at 45 CFR 46.116.

BNL Corrective Actions: OHRP acknowledges that in the past 18 months BNL has made

subgtantive changes and improvements to its system for protecting human subjects and has
developed, and is implementing, an evolving, detailed Corrective Action Plan. OHRP finds that
the following corrective actions adequatdly address the above findings:

(@ BNL has implemented mandatory education programs regarding human subject
protections for investigators and IRB members. Furthermore, BNL encourages and
supports attendance of investigators, IRB members and staff at workshops, seminars
and courses regarding protection of human subjects.

(b) The BNL IRB is auditing informed consent documents for al research and has
made subgtantial improvements in the completeness and understandability of most
informed consent documents.

(c) The BNL IRB and indtitutiond officials have terminated those research protocols
evidencing serious and continuing noncompliance.

(d) BNL has hired additiond physicians with experience in human subject protections
and compliance oversight to oversee and independently audit human subject research
activities a the BNL Clinicad Research Center (CRC).

(e) The BNL Corrective Action Plan includes a plan for establishing an independent
Office of Compliance that will report directly to the FWA authorized inditutiond officia
and oversee human subject research activities.

(f) The BNL Corrective Action Plan includes a plan for commissioning an independent
review by an externd, non-affiliated organization of the BNL Clinica Research
Program, including the CRC and the IRB.

(9) BNL hasrevised its IRB protocol gpplication forms and the Policies and
Procedures to help ensure that investigators provide sufficient, detailed information to
the IRB for initid review of research.

(h) The IRB membership was expanded to include additiona members with experience
working with the types of vulnerable subjects enrolled in BNL research.

(i) BNL hasimplemented appropriate procedures at the CRC for ensuring that only
current |RB-agpproved informed consent documents are used when enrolling  subjects
in research.
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(7) OHRP finds that the BNLL IRB Chair occasiondly used ingppropriate expedited review
procedures for review of protocol changes that exceed the limit of “minor changes,” in
contravention of the requirements of HHS regulations at 45 CFR 46.110(b)(2).

(8) HHS regulations at 45 CFR 46.115(a) require that an indtitution or IRB shall prepare and
maintain adequate documentation of IRB activities. OHRP finds that, in some instances among
the IRB files examined by OHRP, it was difficult to reconstruct a complete history of dl IRB
actions related to the review and gpprova of the protocol.

(9) OHRP finds that the ingtitution does not have written IRB policies and procedures that
adequately describe the procedures for ensuring prompt reporting to OHRP of any
unanticipated problemsinvolving risks to subjects or others or any serious or continuing
noncompliance with 45 CFR Part 46 or the requirements or determinations of the IRB, as
required by HHS regulations at 45 CFR 46.103(b)(5).

(10) OHRP finds that the minutes of BNL IRB mesetings failed to document the vote on dl IRB
actions including the number of members voting for, againgt, and abostaining, as required by
HHS regulations at 45 CFR 46.115(a)(2). In order to document the continued existence of a
quorum, OHRP gtrongly recommends that votes be recorded in the minutes using the following
format: Total = 15; Vote: For-14, Opposed-0, Abstained-1 (NAME).

(12) OHRP is concerned that the IRB Chair occasiondly has used an expedited review
procedure to approve protocol amendments for which review by or consultations with a
physician member of the IRB would have been gppropriate because the amendments may have
had medica implications for subjects. OHRP strongly recommends that a physician member of
the IRB be involved in these reviews.

(12) OHRP is concerned that some instances of serious noncompliance were not promptly
reported to the BNL IRB and OHRP, as required by HHS regulations at 45 CFR
46.103(b)(5).

(13) OHRP is concerned that on occasion the IRB approves research contingent upon
substantive modifications or darifications without requiring additiona review by the convened
IRB. OHRP recommends the following guiddinesin such cases. (a) When the convened IRB
requests substantive clarifications, protocol modifications, or informed consent document
revisons, IRB approva of the proposed research should be deferred, pending subsequent
review by the convened IRB of responsive materid. (b) Only when the convened IRB
dipulates specific revisons requiring smple concurrence by the investigetor may the IRB Chair
or another IRB member designated by the Chair subsequently approve the revised research
protocol on behdf of the IRB under an expedited review procedure.
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Required Action: By January 31, 2002, BNL must submit to OHRP (i) a satisfactory
corrective action plan to address findings and concerns stated in paragraphs (7) to (13) above,
and (ii) aprogress report on the implementation of the BNL Corrective Action Plan referenced
above.

At thistime, OHRP provides the following additiona guidance:

(14) Given the nature of the research overseen by the BNL IRB, OHRP strongly recommends
that the compaosition of the IRB be expanded to include at least one additiona physician
member. OHRP aso recommends that the IRB consult with an expert in pediatrics when
reviewing research involving children.

(15) With respect to continuing IRB review of research, OHRP strongly recommends that at
least one member of the BNL IRB review the complete IRB protocal file dong with the
continuing review progress report. The complete IRB file should aso be available to other IRB
members upon request. Furthermore, OHRP aso recommends that the continuing review form
solicit information about any complaints by subjects about the research and the reasons for
subject withdrawals.

(16) OHRP recommends that: (a) the BNL IRB implement procedures to ensure that all
documentsin the IRB protocol files are dated; (b) the documentation of expedited review of
research be enhanced; (c) correspondence to investigators regarding conditiona approval
actions more clearly indicate that the investigator may not begin human subject research until
written notification is received that dl the conditions of approva have been met; and (d)
documentation of attendance in the minutes of IRB meetings clearly identify the voting and
dternate members.

(17) IRBs must determine which protocols require continuing review more often than annualy,
as appropriate to the degree of risk [see 45 CFR 46.103(b)(4) and 46.109(e)]. OHRP
recommends that the minutes of BNL IRB meetings clearly reflect these determinations
regarding risk and approva period (review intervd).

(18) The mode informed consent document should be modified to include a statement that
refusa to participate will involve no pendty or loss of benefits to which the subject is otherwise
entitled, as required by HHS regulations at 45 CFR 46.116(a)(8).

(19) OHRP recommends that BNL adopt policies describing the types of minor changesin
previoudy approved research which can be approved by expedited review in accordance with
HHS regulations at 45 CFR 46.110(b)(2).

OHRP appreciates BNL’s commitment to the protection of human subjects. OHRP isavailableto
asss BNL in the development and implementation of these required corrective actions. Please do not
hesitate to contact me should you have any questions.
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Sincerdly,

Krigtina C. Borror, Ph.D.
Compliance Oversight Coordinator
Divison of Compliance Oversight

cc: Dr. Peter Paul, Acting Director, BNL
Dr. Thomas Sheridan, Deputy Director, BNL
Ms. Darcy J. Mdlon, IRB Administrator, BNL
Ms. Margaret C. Bogosian, IRB Chair, BNL
Dr. NoraVolkow, BNL
Dr. JuliaYang, BNL
Dr. Helene Benvenista, BNL
Dr. Susan L. Rose, DOE
Dr. Ari Patrinos, DOE
Dr. Michad Viola, DOE
Commissioner, FDA
Dr. David Lepay, FDA
Dr. James McCormack, FDA
Dr. Greg Koski, OHRP
Dr. Melody H. Lin, OHRP
Dr. Michael Carome, OHRP
Mr. George Gasparis, OHRP
Dr. Jeffrey Cohen, OHRP
Ms. Yvonne Higgins, OHRP
Mr. Barry Bowman, OHRP



